ABSTRACT (250 words or less)
R-00483-2015 R1 2 INTRODUCTION R-00483-2015 R1 6 were determined. Plasma osmolality was measured in triplicate by freezing-point 131 depression (Advanced Instruments Inc, Model 3320). Plasma electrolytes were 132 analyzed using whole blood using ISTAT and 6 + cartridges (Abbott). Each blood sample 133 was replaced by an equal volume (1.0mL) of isotonic saline (first sample) or red blood 134 cells from the previous sample resuspended in heparinized saline (40units/mL) at 37°C.
135
After the 60 min blood sample, water bottles were returned to the cages. Cumulative 136 water intakes and urine outputs were measured every 15 min for the next 60 min. ABP 137 and heart rate were monitored throughout the experimental protocol using a BPM-832
138
ABP device (CWE, Inc) and Spike2 software (CED). 60 min after start of the IV infusion of 2M NaCl. R-00483-2015 R1 9 As expected, a linear regression analysis revealed a significant correlation 187 between plasma VP or log plasma VP levels versus plasma osmolality of control rats 188 ( Figure 3A) . Interestingly, the same analysis revealed a significant correlation between 189 these same variables of TRPV1 -/-rats ( Figure 3B ). In fact, this relationship was not 190 blunted in TRPV1-/-rats as revealed by the slope of the linear regression line.
191
When water was returned to the cages after the 60 min blood sample, both (Table 1) . However, there were no differences between 210 groups. Plasma sodium concentrations did not change at any time. 
DISCUSSION

215
In vitro electrophysiological studies suggest a product of the TRPV1 gene contributes to 216 osmosensory transduction in hypothalamic neurons to regulate VP secretion (5, 6, 22) .
217
The current study tested this notion in vivo by analysis of plasma VP levels during an 
Experimental Limitations
287
The current study employed a novel KO rat in which a 2bp deletion in exon 13 288 was introduced to disrupt TRPV1 channel function. These animals display expected 
